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ABSTRACT: 

Title compds. [(I); R = OH, 0- (cyclo) alkyl , O-arylalkyl, PhCH2 # Ph(CH2)2, 
substituted pyrrolidine, piperidine, piperazine, NR3R4; R3 , R4 = 
(independently) H, (un) branched alkyl, (un) substituted aralkyl, PhCH2, 
Ph(CH2)2, cycloalkyl- alkyl; R3 = H, R4 = NHR5 ; R5 = (hetero) aryl ; Rl = 
(un) branched alkyl, (un) substituted (hetero) aryl ; R2 = H, (un) branched alkyl; n 
= 0-1] as L-,D-, or DL forms, were prepared for use as urokinase inhibitors for 
the treatment of tumors or in diagnosis. Thus, (L) -3 -cyanophenylalanine Me 
ester hydrochloride was N-protected with 2 , 4 , 6-triisopropylphenylsulf onyl 
chloride, deesterif ied, condensed with 1-ethoxycarbonyl -piperazine, and the 
cyano group converted to the amidine (via conversion to thioamide and reaction 
with Mel to give thioimide Me ester, which was then reacted with ammonium 
acetate), to give I [R = 4 -ethoxycarbonyl -piperazine; Rl = 2,4,6- 
triisopropylphenyl; n = 0 (II)]. In in vivo tests of urokinase inhibition, II 
had Ki 0.49 nmol/1. 
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ABSTRACT : 

The invention discloses the use of 3 -amidinophenylalanine derivs . as urokinase 
inhibitors for treating malignant tumors and the formation of metastases. 
Preparation of Na-2 , 4 , 6-triisopropylphenylsulfonyl- DL-3- 
cyanophenylalanylnipecotic acid benzylamide is described. 
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metastases) 
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Drug bioavailability 

Drug delivery systems 
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Lung , ne op 1 a sm 
Lymph node 
Lymphatic system 
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Radiotherapy 

Surgery 

(preparation of 3-amidinophenylalanine derivs. as urokinase 
inhibitors for treatment of cancer and metastases) 
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ROLE: PAC (Pharmacological activity); THU (Therapeutic use); 

BIOL (Biological study) ; USES (Uses) 

(preparation of 3-amidinophenylalanine derivs. as urokinase 
inhibitors for treatment of cancer and metastases) 

220355-63-5P 
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ROLE: RCT (Reactant); SPN (Synthetic preparation) ; PREP 

(Preparation) ; RACT (Reactant or reagent) 

(preparation of 3-amidinophenylalanine derivs. as urokinase 
inhibitors for treatment of cancer and metastases) 
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OTHER SOURCE (S): MARPAT 132:108297 

ABSTRACT : 

The invention relates to the use of derivs . of 3 -amidino -phenyl -alanine 
[H2NC( :NH) -3 -C6H4 -CH2CH (NH (COCH (R2 ) NH) nS02Rl) COR; R = OH, (substituted) ester, 
(substituted) amine, (substituted) heterocycle; Rl = substituted phenyl; R2 = 
H, (un)branched alkyl; n=0,l (I)] as urokinase inhibitors for treating 
malignant tumors and the formation of metastases thereof. Thus, beginning with 
(L) -3 -cyanophenylalanine Me ester and 2 , 4 , 6-tri (isopropyl) benzenesulf onyl 
chloride, (S) -I [n=0; R = 4 -ethoxycarbonyl -piperazinyl ; Rl = 

2,4, 6-tri (isopropyl) -C6H2; (II)] was synthesized in four steps. In in vitro 
inhibition tests of urokinase, II had Ki 0.41 uM/1; the compound prepared from 
(DL) -phenylalanine starting material had Ki 0.96 uM/1. 



SUPPL. TERM: 
INDEX TERM: 

INDEX TERM: 

INDEX TERM: 

INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



amidinophenylalanine deriv urokinase inhibitor prepn cancer 

tumor metastasis treatment 

Neoplasm 

(metastasis; preparation and use of amidinophenylalanine 
derivs. as urokinase inhibitors in the treatment of 
malignant tumors to limit metastasis) 
Mammary gland 

(neoplasm; preparation and use of amidinophenylalanine derivs. 

as urokinase inhibitors in the treatment of malignant 

tumors) 
Skin, disease 

(pemphigus vulgaris; preparation and use of 

amidinophenylalanine derivs. as urokinase inhibitors in 

the treatment of malignant tumors) 
Enzyme kinetics 
Neoplasm 

Pancreas , neoplasm 

(preparation and use of amidinophenylalanine derivs. as 
urokinase inhibitors in the treatment of malignant 
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Amino acids, preparation 

ROLE: RCT (Reactant) ; SPN (Synthetic preparation); THU 
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